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Disease-modifying Therapies for AD

* June 2021 - Food and Drug Administration (FDA) grants accelerated
approval of aducanumab

* January 2022 —Centers for Medicare & Medicaid Services (CMS) releases
a proposed National Coverage Determination (NCD) decision
memorandum

* April 2022 — CMS releases a national policy for coverage of aducanumab
and any future monoclonal antibodies directed against amyloid approved
by the FDA with an indication for use in treating AD through coverage with
evidence development (CED)

* January 2023 FDA approves lecanemab via the Accelerated Approval
pathway and CMS affirms existing national coverage determination

https://www.fda.qgov; https://www.cms.gov
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Outline: Clinical Care Considerations
for Disease-modifying Therapies for AD

Current vs. emerging clinical landscape
Diagnostic challenges

Access, use and interpretation of biomarkers
Screening for appropriate patients
Therapeutic delivery

Safety monitoring

Health equity
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Current Clinical Care Landscape

Patient assessment and diagnosis

* Patient presents to clinician with memory concern

* Detailed medical, psychosocial, and functional history obtained

* Physical exam

« Basic labs to rule out other causes of cognitive decline

* Neuroimaging (MRl or CT head) completed

« Contributing factors addressed (e.g., depression, sleep apnea, etc.)

* Assess goals of care, provide caregiver support, identify lifestyle and
behavioral interventions
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Current Clinical Care Landscape

Medical therapy

* Medications started: cholinesterase inhibitors and/or NMDA
antagonist

* General medication monitoring:

* Cholinesterase inhibitors: gastrointestinal side effects, slow
heart rate, vivid dreams

* NMDA antagonist: kidney function
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Emerging Clinical Care Landscape

* Assess contraindications to anti-amyloid therapy
* Provide education on disease-modifying therapy

* Order amyloid PET scan or lumbar puncture for cerebrospinal
fluid collection to evaluate for elevated amyloid

* Schedule intravenous infusions every 2 weeks
* Schedule monitoring MRIs

* Triage and manage adverse effects from IV disease-modifying
therapies (allergic reactions, headaches, abnormal MRI results,
dose/rate adjustments)

» Manage rescheduling of infusions, MRIs, etc.
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Emerging Clinical Care Landscape

Development of Appropriate Use Guidelines
* Appropriate patient

* Appropriate treatment and monitoring

* Appropriate patient discussions

» Aducanumab treatment in non-AD amyloid-bearing conditions

and atypical AD
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Appropriate Use Guidelines

Resources needed for the appropriate use of aducanumab (Expert Panel Recommendations)

Clinicians skilled in the detection and recognition of early AD

Amyloid PET access or access to individuals with lumbar puncture expertise

Experts in amyloid PET interpretation or CLIA-certified laboratory available for CSF
measurements

Infusion resources (office/clinic; general infusion center; AD-specific infusion center;
home infusion with visiting nurse)

MRI access

Experts proficient in recognition of ARIA on MRI

Experts proficient in clinical recognition and management of ARIA

Family and patient education and support resources

Clinicians and staff who deliver culturally competent care

Genetic counseling available for patients with questions regarding implications of APOE

genotyping and interpretation of genetic testing
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Appropriate Use Guidelines

Age

Diagnosis
Cognitive states
Amyloid status
Genetic testing

Neurological
examination

Cardiovascular history
Medical history
Psychiatric history
Clotting status

Concomitant
medications
Laboratory studies

Baseline MRI

Informedconsent

50-85; younger or older patients meeting all other criteria for treatment may be considered candidates for
aducanumab

MCI due to AD or mild AD dementia
Mild decline of cognition with no or limited impairment of activities of daily living

Amyloid positive PET (visual read) or CSF findings consistent with AD
APOE genotype determined
Non-AD neurological disorders excluded

Stable cardiovascular conditions required

Stable medical conditions required; autoimmune disorders or seizures excluded
Stable psychiatrically

Patients with bleeding disorders or on anticoagulants excluded

Patients can be on standard of care with cholinesterase inhibitors and memantine

Normal vitamin B12 level, thyroid, metabolic panel, liver function tests, complete blood count, clotting
studies, platelet count, erythrocyte sedimentatonrate, C-reactive protein

None ofthe following: Acute or subacute hemorrhage or macrohemorrhage, cortical infarction larger than
1.5 cm, one lacunar infarction larger than 1.5 cm, more than four microhemorrhages, more than one area
of superficial siderosis, extensive white matter disease indicative of ischemic injury

Patient and care partner must understand the nature and requirements of therapy & expected outcoms

Cummings J et al. J Prev Alzheimers Dis. 2022; 9(2): 221-230.




